, which coimmunoprecipitates with Mre11 ( Figure 1B) 
Summary

Nbs1
fibroblasts (MEFs), ND7, and 54-4 exhibited proataxia-telangiectasia (A-T). NBS is caused by mutation
nounced sensitivity to IR (Figure 2A ) and the interstrand of the NBS1 gene, which encodes a member of the crosslinking agent mitomycin C (data not shown). DNA Mre11 complex [2, 3] , a trimeric protein complex also synthesis rates were significantly higher in irradiated containing Mre11 and Rad50 [4] . Several lines of eviNbs1 ⌬B/⌬B MEFs than wild-type control MEFs 60 min after dence indicate that the ataxia-telangiectasia mutated IR treatment (10 Gy p Յ 0.0003, 20 Gy p Յ 7 ϫ 10 Ϫ5 , (ATM) kinase and the Mre11 complex functionally inPoisson) ( Figure 2B ), indicating that the intra S phase teract [5] 
mors arose in Nbs1
⌬B/⌬B p53 Ϫ/Ϫ mice significantly earlier than in p53 Ϫ/Ϫ mice (p Յ 0.004, Poisson) ( Figure 4B ). These observations implied that the Nbs1 ⌬B mutation was associated with the accumulation of potentially oncogenic genetic alterations and that lack of cancer predisposition in Nbs1 ⌬B/⌬B mice was attributable to suppression by p53. Figure 4C ). The synthetic lethality of Nbs1 ⌬B with Atm Ϫ/Ϫ was manifest early in embryogenesis, as no double mutant embryos were detected at embryonic day 10 (p Յ 0.006, Poisson) (Figure 4C) . 
Synthetic Lethality of
